g/100 mL, in solvent).
1 H-NMR spectra were recorded on commercial instruments (400 MHz) with TMS as the internal standard. Data are reported as follows: chemical shift, multiplicity (s = singlet, d = doublet, t = triplet, m = multiplet, br = broad), coupling constants (Hz), integration. 13 C-NMR data were collected on commercial instruments (100 MHz) with complete proton decoupling. Chemical shifts are reported in ppm from the tetramethylsilane with the solvent resonance as internal standard. HR-ESIMS spectra were recorded using a commercial apparatus and methanol or Dichloromethane was used to dissolve the sample. reagents were obtained from commercial suppliers unless otherwise stated. 4 Å Molecular sieves was powdered <50 m, which was activated at 120 for 5 h and stored under nitrogen.
S 3 B. General procedure and the spectral characterization data of the products
(9R,11S)-methyl-9-(3,4-dimethoxyphenyl)-11-isopropyl-3,8-dioxo-1-phenyl-2,4 -dioxa-7,10-diazadodecan-12-oate (8)
To a suspension of L-Valine 5 (0.67 g, 5.7 mmol) in methanol (19 mL), aldehyde 6 (0.95 g, 5.7 mmol), isocyanide 7 (1.18 g, 5.7 mmol ) and 4 Å molecular sieves (1.0 g) were added successively under argon atmosphere. The resulting mixture was stirred at room temperature for 3 days, and filtered. 8, 172.2, 154.9, 149.3, 149.1, 143.0, 130.3, 128.6, 128.3, 120.9, 111.1, 110.3, 69.8, 66.6, 66.1, 65.2, 64.0, 55.8, 55.7, 51.6, 38.6, 31.3, 19.4, 18.4 176.5, 174.9, 154.9, 152.1, 148.8, 135.1, 131.2, 131.0, 128.6, 128.5, 128.2, 120.9, 111.1, 110.6, 83.6, 69.5, 65.5, 65.2, 55.8, 51.5, 43.6, 31.8, 27.7, 19.3, 18.5 
(S)-methyl-2-((R)-1-(3,4-dimethoxyphenyl)-2-hydroxyethylamino)-3-methylbut anoate (12)
To a solution of 11 (2.24 g, 3.7 mmol) in THF (12 mL) were added with NaBH 4 (0.17 g, 4.4 mmol) and water (0.5 mL) at 0 . After stirring for 1 h, the mixture was allowed to warm up to room temperature overnight. 
(S)-methyl-2-((R)-2-(tert-butyldimethylsilyloxy)-1-(3,4-dimethoxyphenyl)ethyl amino)-3-methylbutanoate(16)
To a solution of 12 (250 mg, 0.8 mmol) and imidazole (110 mg, 1.6 mmol) in DCM 2856, 1737, 1593, 1513, 1465, 1417, 1360, 1260, 1158, 1097, 1031, 842, 778 cm 
(S)-2-((R)-2-(tert-butyldimethylsilyloxy)-1-(3,4-dimethoxyphenyl)ethylamino)-3-methylbutan-1-ol (17)
To a stirred solution of 16 (668 mg,1.6 mmol) in dry THF (16 mL) under N 2 was added LiAlH 4 (72 mg,1.9 mmol) at 0 . After 1.5 h the reaction was quenched by careful addition of water. The precipitated aluminium salts were removed by filtration.
The filtrate was dried (Na 2 SO 4 ) and concentrated under reduced pressure. The residue 119.9, 110.8, 110.5, 68.5, 61.5, 61.4, 60.8, 55.8, 55.7, 29.7, 25.9, 19.5, 19 420.2545.
2-(((R)-2-(tert-butyldimethylsilyloxy)-1-(3,4-dimethoxyphenyl)ethyl)((S)-1-hyd roxy-3-methylbutan-2-yl)amino) acetonitrile (18)
A mixture of 17 (71 mg, 0.18 mmol) and paraformaldehyde (11 mg, 0.36 mmol) in toluene (1 mL) was stirred at 110 °C for 3h. The solvent was evaporated under reduced pressure to give crude oxazolidine. To the solution of the oxazolidine in (c = 0.9, in CH 2 Cl 2 ); IR (neat): 3530, 2955, 2235, 2034, 1730, 1596, 1514, 1466, 1416, 1260, 1092, 840, 779, 736, 664 148.6, 132.5, 120.4, 118.9, 111.4, 110.9, 67.7, 67.5, 65.2, 60.3, 56.0, 55.9, 33.4, 28.0, 25.9, 21.7, 20.0, 18.3, -5.5, -5.6 
2-((1R,3S,4S)-1-((tert-butyldimethylsilyloxy)methyl)-4-hydroxy-3-isopropyl-6, 7-dimethoxy-3,4-dihydroisoquinolin-2(1H)-yl)acetonitrile (19)
To a solution of amino nitrile 18 (200 mg, 0.46 mmol) in CH 2 Cl 2 (9 mL), Dess-Martin Periodinane (DMP, 292 mg, 0.69 mmol) was added at room temperature.
S 6
The resulting mixture was stirred at room temperature for 0.5 h, and quenched with saturated sodium bicarbonate solution (NaHCO 3 , 20 mL). The two layers were separated, and the aqueous layer was extracted with CH 2 Cl 2 (20 mL × 3). The combined organic layers were washed with brine, dried over anhydrous sodium sulfate (Na 2 SO 4 ), filtered and evaporated to dryness. The crude aldehyde aldehyde was dissolved in a solution of TFA (80 L) in TFE (4 mL) at -10 °C. After stirring for 2 h, the reaction was quenched by addition of aq sat.NaHCO 3 (4 mL), and extracted with EtOAc (5 mL × 3). The organic layer was dried (Na 2 SO 4 ) and concentrated, and the residue was purified by flash chromatography on silica gel column to afford product 19 (143 mg, 72% for two steps) as a colourless oil. [ ] D 20 +3 (c = 0.7, in CH 2 Cl 2 ), IR(neat): 3498, 2954, 2928, 2859, 2710, 2610, 2252, 1608, 1510, 1462, 1343, 1311, 1251, 1221, 1152, 1108, 1046, 934, 838, 775, 666, 637 148.6, 129.1, 125.9, 118.8, 111.6, 111.1, 66.8, 64.8, 63.7, 62.2, 55.9, 38.7, 25.8, 20.3, 20.0, 18.1, -5.4, -5.6 
